Supplementary Figures and Legends
Supp. Fig.1 -Extended behavioral data of social interaction test for cldn5 epigenetic regulation. Stress-susceptible (SS) mice spent less time in (A) the interaction zone (one-way ANOVA: F2,14 = 79.69; ***p < 0.0001) and more time in (B) the corners (one-way ANOVA: F2,14 = 9.295; **p = 0.0027) when the aggressor (AGG) was present (left) vs absent (right) when compared to unstressed controls (CTRL) and resilience (RES) mice (n = 10-12 mice/group). C) No significant difference was observed for locomotion (one-way ANOVA: F2,14 = 2.387; p = 0.1283). .2 -Cldn5 primer sequence for mouse epigenetic studies. Pair of primers were designed to cover the transcriptional site up to ~3500bp before start of the transcriptional site according to (1) who characterized for the first time cldn5 promoter region.
Supp. Fig

Supp. Fig.3 -Stress-induced changes in NAc cldn5-related cell signaling genes. A)
Experimental timeline and (B) SI ratio of CTRL, SS and RES mice for NAc quantitative PCR analysis (one-way ANOVA: F2,40 = 48.03; ***p < 0.0001). C) Endothelial cell-specific cdh5 is reduced in both SS and RES mouse subpopulations (one-way ANOVA: F2,30 = 4.935; *p = 0.0140, n=13-15 mice/group). D) FoxO1 expression is increased in the NAc of RES mice (one-way ANOVA: F2,34 = 8.827; ***p = 0.0008, n=12-13 mice/group) while no change was observed for ctnnb1 (one-way ANOVA: F2,35 = 0.4362; p = 0.6500, n=12-13 mice/group) (E).
Supp. Fig.4 -Vessel double stained with RNAscope for CD31 endothelial cell marker and cldn5-related transcription factors.
Representative vessel imaged at lower magnification for CD31 and foxo1 (A) or ctnnb1 (B). Scale bar set at 20 um.
Supp. Fig.5 -Extended behavioral data of social interaction test for endothelial cell-specific transcription factor expression. A)
Stress-susceptible (SS) mice spent less time in the interaction zone (one-way ANOVA: F2,15 = 15.38; ***p = 0.0002) and (B) more time in the corners (one-way ANOVA: F2,15 = 6.447; **p = 0.0095) when the aggressor (AGG) was present (left) vs absent (right) when compared to unstressed controls (CTRL) and resilience (RES) mice (n = 10-12 mice/group). C) No significant difference was observed for locomotion between SS and RES subpopulations, but stressed mice were characterized by lower distance travelled when compared to unstressed controls (one-way ANOVA: F2,15 = 9.293; **p = 0.0024).
Supp. Fig.6 -Expression of repressive cldn5-related transcription factor ctnnb1
is unchanged in the endothelium under chronic stress conditions. A) No significant difference was observed for ctnnb1 expression (two-way ANOVA: phenotype x n clusters interaction effect F10,36 = 0.5303; p = 0.8571, n=366-392 cells from 3 mice/group) (B). Non-endothelial cells are identified in light grey in the pie charts and endothelial cells, double labeled with CD31, split between shell (white for CTRL, dark grey for SS, pink for RES) and core (white for CTRL, black for SS, red for RES) subregions of the NAc.
Supp. Fig.7 -Expression of cldn5-related transcription factors in NAc shell vs core subregions. A)
Quantification of double labeled FoxO1/CD31 positive cells revealed significant changes in both shell (two-way ANOVA: phenotype x n clusters interaction effect F12,63 = 3.189; ***p = 0.0013) and core (two-way ANOVA: phenotype x n clusters interaction effect F12,63 = 2.29; *p = 0.0172) NAc subregions in RES mice. B) A trend was observed for double labeling of ctnnb1/CD31 in the NAc shell (two-way ANOVA: phenotype x n clusters interaction effect F10,36 = 2.042; p = 0.0574), but no significant difference was measured in the core (two-way ANOVA: phenotype x n clusters interaction effect F10,36 = 0.4346, p = 0.9196).
Supp. Fig.8 -Extended behavioral data of social interaction test for magnetic activated cell sorting and mouse Clariom S assay. A) Stress-susceptible (SS) mice spent less time in the interaction zone (one-way ANOVA: F2,12 = 20.58; ***p = 0.0001) and (B) more time in the corners (one-way ANOVA: F2,12 = 14.19; ***p = 0.0007) when the aggressor (AGG) was present (left) vs absent (right) when compared to unstressed controls (CTRL) and resilience (RES) mice (n = 10-12 mice/group). C) No significant difference was observed for locomotion between SS and RES subpopulations, but RES mice were characterized by lower distance travelled when compared to unstressed controls (one-way ANOVA: F2,12 = 6.062; *p = 0.0151).
Supp. Fig.9 -Stress-induced transcriptome-wide changes in NAc endothelial cell gene expression and genes associated with stress susceptibility. A) Heat map of gene expression
changes in the NAc endothelial cells of CTRL, SS and RES mice. Significance was set at +/-2fold change and p < 0.05. B) Expression of 12 genes associated with the TNF/NFB signaling pathways are significantly increased in SS mice when compared to unstressed CTRL. C) Fold change of these genes ranges between 2.06 and 6.38 with p-values of Map3k2: **p = 0.0016, G3bp2: **p = 0.0019, Ptk2: **p = 0.0035, Ripk1: **p = 0.0072, Polr1e: **p = 0.0076, Chuk: **p = 0.0086, Psmd13: *p = 0.0119, Birc2: *p = 0.026, Traf6: *p = 0.0428, Gtf2i: *p = 0.0434, Csnk2a2: *p = 0.045, Nr2c2: *p = 0.047.
Supp. Fig.10 -Hdacs expression in the NAc following chronic social stress. A) Hdac1
expression is enriched in endothelial cells compared to other brain cell types. B) A significant difference was observed for Hdac2 in the NAc of SS mice as reported in a previous study (2) (oneway ANOVA: F2,33 = 5.350; **p = 0.0097). However, Hdac2 expression is higher in neurons and astrocytes vs endothelial cells. C) No significant difference was noted for other Hdacs. 
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